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PATENT 



Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings of claims in the application: 
Listine of Claims: 

1. (Currently amended) Th e us e of A method for inducing immunity against 
tumor in a patient, comprising administering to the patient in a time-staggered manner: (1) 
autologous tumor cells or allogenic tumor cells of the same tumor type each treated to prevent 
their survival after reinfusion ; and (2) in a time stagg e r e d application with intact bispecific 
and/or trispecific antibodies having the following properties of: 

(a) binding to a T cell; 

(b) binding to at least one antigen on a tumor cell; and 

(c) binding via their Fc portion (in the case of bispecific antibodies) or via a third 
specificity (in the case of trispecific antibodies) to Fc receptor-positive cellst 

wh e r e in th e tumor cells and th e intact antibodies dir e ct e d against th e tumor c e lls are 
administ e r e d in a tim e stagg e r e d mann e r to th e human or th e animal to b e immunized to achi e ve 
an immunization against the tumor . 

2. (Currently amended) The use method according to claim 1 wherein the 
administration of said tumor cells ar e administer e d is prior to or after the antibodi e s or 
administration of said antibodies ar e administ e r e d prior to th e tumor colls whoroin and the 
interval between eaefe the administration administrations is 1 - 48 hours. 

3. (Currently amended) The use method according to claim 1 wherein the 
interval is 1 - 24 hours , pr e f e rably 1 — 12 hours, furth e r preferred 1 — 6 hours or 1 — 4 hours or 2 - 
4 hours . 

4. (Currently amended) The use method according to claim 1 wherein the 
antibodies are administered in an amount , e ach based on one infusion, of about 5 - 500 |ig, 
preferably 10 300 [ig, furthor proforrod 1 — 100 )ag or 10 50 ^g, and the tumor c e lls ore 
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administ e r e d in an amount, e ach bas e d on on e infusion, of 10^ — c e lls, pref e rably about 1 0 ^ 
eefe in each infusion . 

5. (Currently amended) The use method according to claim 1 wherein said 
antibodi e s are select e d to b e capabl e of binding, via th e ir Fc portion in th e cas e of bisp e cific 
antibodi e s or via th e ir sp e cific binding arm in th e cas e of trispecific antibodi e s to Fc receptor- 
positive cells having have an Fcy receptor I, II, or III. 

6. (Currently amended) The use method according to claim 5 wherein said 
antibodies are able to bind to monocytes, makrophages, dendritic cells, "natural killer'* cells (NK 
cells) and/or activated neutrophils being Fcy receptor I-positive cells. 

7. (Currently amended) The use method according to claim 1 wherein said 
antibodies are capable of inducing tumor-reactive complement-binding antibodies and therefore 
of inducing a humoral immune response. 

8. (Currently amended) The use method according to claim 1 wherein said 
antibodies are selected to bind to the T cells via CD2, CD3, CD4, CDS, CD6, CDS, CD28, 
and/or CD44. 

9. (Currently amended) The use method according to claim 1 wherein said 
antibodies are selected so that following their binding to the Fc receptor-positive cells the 
expression of CD40, CD80, CD86, ICAM-1, and/or LFA-3 being co-stimulatory antigens and/or 
the secretion of cytokins by the Fc receptor-positive cell is initiated or increased. 

10. (Currently amended) The use method according to claim 9 wherein the 
antibodies are selected so that the secretion of IL-1, IL-2, IL-4, IL-6, IL-8, IL-12, INF-y being 
cytokins and/or of TNF-a is increased. 

1 1 . (Currently amended) The use method according to claim 1 wherein said 
bispecific antibody is selected te-be from the group consisting of an anti-CD3 X anti-tumor- 
associated antigen antibody^ and/or anti-CD4 X anti-tumor-associated antigen antibody^ and/or 
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anti-CD5 X anti-tumor-associated antigen antibody^ and/or anti-CD6 X anti-tumor-associated 
antigen antibody^ and/or anti-CD8 X anti-tumor-associated antigen antibody^ and/or anti-CD2 X 
anti-tumor-associated antigen antibody^ and/or anti-CD28 X anti-tumor-associated antigen 
antibod y, and and/or anti-CD44 X anti-tumor-associated antigen antibody. 

12. (Currently amended) The «se method according to claim 1 wherein said 
bispecific antibody is selected from one or more of the following combinations of isotypes: 

rat-IgG2b/mouse-IgG2a, 
rat-IgG2b/mouse-IgG2b, 
rat-IgG2b/mouse-IgG3 , 

rat-IgG2b/human-IgG 1 , 
rat-IgG2b/human-IgG2, 

rat-IgG2b/human-IgG3 [oriental allotype G3m(st) = binding to protein A], 
rat-IgG2b/human-IgG4, 

rat-IgG2b/rat-IgG2c, 

mouse-IgG2a/human-IgG3 [Caucasian allotypes G3m(b+g) = no binding to protein A, in the 
following indicated as *] 

mouse-IgG2a/mouse-[VH-CHl ,VL-CL]-human-IgGl -[hinge]- 
human-IgG3*-[CH2-CH3] 

mouse-IgG2a/rat-[VH-CHl,VL-CL]-human-IgGl-[hinge]-human- IgG3*-[CH2-CH3] 

mouse-IgG2a/human-[VH-CHl,VL-CL]-human-IgGl-[hinge]-human- IgG3*-[CH2-CH3] 

mouse-[VH-CHl,VL-CL]-human-IgGl/rat-[VH-CHl,VL-CL]- 
human-IgGl-[hinge]-human-IgG3*-[CH2-CH3] 
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mouse-[VH-CH 1 ,VL-CL]-human-IgG4/rat-[VH-CHl ,VL-CL]-human-IgG4-[hinge]-human- 
IgG4[N-terminal region of CH2]-human- IgG3*[C-tenninal region of CH2: > aa position 251]- 
human- IgG3*[CH3] 

rat-IgG2b/mouse-[VH-CHl ,VL-CL]-human-IgGl -[hinge-CH2-CH3] 

rat-IgG2b/mouse-[VH-CHl,VL-CL]-human-IgG2-[hinge-CH2-CH3] 

rat-IgG2b/mouse-[VH-CHl ,VL-CL]-human-IgG3-[hinge-CH2-CH3, oriental allotype] 

rat-IgG2b/mouse-[VH-CHl,VL-CL]-human-IgG4-[hinge-CH2-CH3] 

human-IgGl/human-[VH-CHl,VL-CL]-human-IgGl-[hinge]- 
human-IgG3*-[CH2-CH3] 

human-IgG 1 /rat-[ VH-CH 1 , VL-CL]-human-IgG 1 -[hinge] -human-IgG4[N-terminal region of 
CH2]-human-IgG3*[C-temiinal region of CH2 : > aa position 251]-human-IgG3*[CH3] 

human-IgGl/mouse-[VH-CHl,VL-CL]-human-IgGl-[hinge]-human-IgG4[N-temiinal region of 
CH2]-human-IgG3*[C-terminal region of CH2 : > aa position 251]-human-IgG3*[CH3] 

human-IgGl/rat-[VH-CHl ,VL-CL]-human-IgGl-[hinge]-human-IgG2[N-terminal region of 
CH2]-hunian-IgG3*[C-terminal region of CH2 : > aa position 251]-human-IgG3*[CH3] 

human-IgGl/niouse-[VH-CHl ,VL-CL]-human-IgGl-[hinge]-human-IgG2[N-temiinal region of 
CH2]-human-IgG3*[C-terminal region of CH2 : > aa position 251]-human-IgG3*[CH3] 

human-IgGl/rat-[VH-CHl,VL-CL]-human-IgGl-[hinge]-human-IgG3*-[CH2-CH3] 

human-IgGl/mouse-[VH-CHl,VL-CL]-human-IgGl-[hinge]-human-IgG3*-[CH2-CH3] 

human-IgG2/human-[VH-CH 1 ,VL-CL]-human-IgG2-[hinge]-human-IgG3 *-[CH2-CH3] 

human-IgG4/human-[VH-CHl,VL-CL]-huniian-IgG4-[hinge]-human-IgG3*-[CH2-CH3] 
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human-IgG4/humaTi-[VH-CHl , VL-CL]-hurTian-IgG4-[hinge]-hurnan-IgG4[N4em region of 
CH2]-human-IgG3*[C-terminal region of CH2 : > aa position 251]-human-IgG3*[CH3] 

mouse-IgG2b/rat-[VH-CHl,VL-CL]-human-IgGl-[hinge]-human-IgG3*-[CH2-CH3] 

mouse-IgG2b/human-[VH-CHl,VL-CL]-huhian-IgGl-[hinge]-human-IgG3*-[CH2-CH3] 

mouse-IgG2b/mouse-[VH-CHl,VL-CL]-human-IgGl-[hinge]-human-IgG3*-[CH2-CH3] 

mouse-[VH-CHl,VL-CL]-human-IgG4/rat-[VH-CHl,VL-CL]-human-IgG4-[hinge]-human- 
IgG4-[CH2]-human-IgG3*-[CH3] 

human-IgGl/rat-[VH-CHl,VL-CL]-human-IgGl-[hinge]-human-IgG4-[CH2]-human-^ 
[CH3] 

human-IgGl/mouse-[VH-CHl,VL-CL]-hunian4gGl-[hinge]-hurnan-IgG44CH2]-huma^^ 
IgG3*-[CH3] 

human-IgG4/human-[VH-CHl,VL-CL]-human-IgG4-[hinge]-human-IgG4-[CH2]-human- 
IgG3*-[CH3]. 

13. (Currently amended) The «se method according to claim 1 wherein said 
bisp e cific antibody is s e l e ct e d from a heterologous bispecific or trispecific antibod y, pr e f e rably 
for a h e t e rologous rat/mous e bisp e cific antit|ody . 

14. (Currently amended) The use method according to claim 1 wherein the 
tnspecific antibody has comprises a T cell binding arm, a tumor cell binding arm and a third 
specificity for binding to Fc receptor-positive cells. 

15. (Currently amended) The use method according to claim 14 wherein said 
trispecific antibody is selected te-be from the group consisting of an anti-CD3 X anti-tumor- 
associated antigen antibody^ and/or anti-CD4 X anti-tumor-associated antigen antibody^ and/or 
anti-CD5 X anti-tumor-associated antigen antibody^ and/or anti-CD6 X anti-tumor-associated 
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antigen antibody^ and/or anti-CD8 X anti-tumor-associated antigen antibody^ and/or anti-CD2 X 
anti-tumor-associated antigen antibody^ and/or anti-CD28 X anti-tumor-associated antigen 
antibod y, and and/or anti-CD44 X anti-tumdr-associated antigen antibody. 

16. (Currently amended) The use method according to claim 1 wherein tumor 
cells ar e us e d which have been treated by irradiation , pr e f e rably by gamma irradiation, furth e r 
pr e f e rr e d in a dos e of 50 to 200 Gy, or by a chemical substance substanc e s, pr e f e rably 
mitomycin C . 

17. (Currently amended) The use method according to claim 1 wherein said 
antibody is s e l e ct e d to bind binds to a surface antigen b e ing th e targ e t antigen on th e targ e t c e ll 
said tumor cells, wherein said surface antigen which is inducible and which is absent ferm from 
th e targ e t cell said tumor cells in the uninduced state (normal state) or is present in an amount 
which is so low that th e number is insufficient for destruction of th e targ e t c e ll said tumor cells 
by the antibody. 

1 8. (Currently amended) The use method according to claim 17 wherein the 
tumor cells are subjected to a heat pretreatment to increase the immunogenicity. 

19. (Currently amended) The use method according to claim 1 7 wherein the 
inducible antigen is heat shock proteins or MHC class I-related MIC molecules ar e e mployed as 
th e inducibl e antig e ns . 

20. (Currently amended) The use method according to claim 4^ 19 wherein 
the heat shock proteins are HSP25, Hsp60 or Hsp70 (Hsp72) or Hsp90 proteins arc used as heat 
shock prot e ins and the MIC molecules are MIC A md or MIC B molecules ar e us e d as MIC 
mol e cul e s . 

2 1 . (Currently amended) The use method according to claim 20 wherein said 
antibody is dir e ct e d against target the inducible antigens which after induction of th e target c e ll 
said tumor cells are present in an amount of at least 100 and at the most 500,000 per targ e t tumor 
cell. 
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22. (Currently amended) ,The use method according to claim 21 wherein the 
antibody is furth e r s e l e ct e d to be capable of activating Fc receptor-positive cells whereby the 
expression of cytokins and/or co-stimulatory antigens is initiated or increased. 

23. (Currently amended) The use method according to claim 1 wherein the 
time-staggered application of the intact bispecific and/or trispecific antibodies is performed 
several times to incr e as e th e succ e ss of th e itnmunization . 

24. (New) The method of claim 3, wherein the interval is 1-12 hours. 

25. (New) The method of claim 24, wherein the interval is 1-6 hours. 

26. (New) The method of claim 25, wherein the interval is 1-6 hours. 

27. (New) The method of claim 26, wherein the interval is 2-4 hours. 

28. (New) The method of claim 4, wherein the antibodies are administered in 
an amount of about 10-300 |ig. 

29. (New) The method of claim 28, wherein the antibodies are administered 
in an amount of about 10-100 jag. 

30. (New) The method of claim 29, wherein the antibodies are administered 
in an amount of about 10-50 |ag. 

3 1 . (New) The method of claim 4, wherein the tumor cells are administered in 
an amount of about 10^-10^ cells. 

32. (New) The method of claim 3 1 , wherein the tumor cells are administered 
in an amount of about 10^ cells. 

33. (New) The method of claim 13, wherein the heterologous bispecific 
antibody is a heterologous rat/mouse bispecific antibody. 
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34. (New) The method of claim 16, wherein the irradiation is gamma 

irradiation. 

35. (New) The method of claim 16, wherein the irradiation has a dose of 
about 50 to 200 Gy. 

36. (New) The method of claim 16, wherein the chemical substance is 

mitomycin C. 



Page 9 of 11 



